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x This declaration in support of the abo^eferenced application is made by Alan J. 
Biton* Ph.D., Vice President for Research for Syntonlx Phanna— the _p» for the 
application. 



2. 



2 T ^ my Ph.D. in pharmacology from the Ohio State Unive* in 197. From 
1978 » 1 98 U was a postdoctoral fellow in bic«hemis*y and " 

Institutes of Health^^ ln 
^ . later became Hoechst Marion Roussel, where 1 remamed until 1999. In 

Pharmaceuticals, which later became Hoech* ^ 

t999Ijoii^SyntonixPhaimaceudcalsastheirfirstb^^ 
President for Research for Syntonix Pharmaceuticals. 
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3 My re^h expertise i.u*«« 
are described below, 

residence time In that portion of the lung. 

TfllftWl MM n Do89 .i 3 l;YuJetal.,*umor^<W delivery: physurtogic 

107,MaicelDekker,NY,1997.pp.w 1 ,,, AV io^5? M 997V Byron PR et 

and ^ Wic aspect, OK ^ Dn« <**r ^ 14(4).395-453 0 997), Byro 
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* .uL.OTH MW4.1 kDa), insulin <MW 5.7 kDa), and even human trow* 

^ such « ZZaJr* h «P— i—*^- 1 

(MW! ea. SO kDa fiw homodlmeric hinge. CH2 and CH3) would be advatfageous t» deliwry 
across the putaonaiy epithelium. 

7 bioloaically active fragment of Epotather 

be intuitively advantageous to use a minimally s.zea a»m * 

than a much larger Epo/Fc conjugate. 

pubnonaty mute n^«P«ud the tapo^ Newman SP et al., Understanding 

ni Iond lung depoaMon data In eamma sdntttjtapny ""P »<* M ™ " 1 J 

values of penpnenu 6 -.^--uet Aid FactonwMch enhance dehveiY to 

«^ » optima. the ab«^ of mna^ ™» ™ m „.di«al 

n i r . oiftw flow Inhalation more aisw 

the peripheral lung include rnaximum degree of Inspiranon, slow flow 

p ^ , . . , ^„ t i^ed caiticlc diameter about 0.5 to 5 

point of introduction into the respiratory tract, inhaleo paraoic a 

micrometers, and healthy lungs. 

aerosol^ agents typically id*** no *« about 4 " 8 pefCent ^ ^ 
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peptide, «nd proteins, itsp Drug Del VU7-M (1998). 

wcpoimcnti monkeys wtie intuMieo <™ v o and oontral depBi of insphation («■ 

to orders ^ »• «*— <- "•»"* ^J^ZZtM ««* 

vu;. u«mm •* ^ ^--Ktad deliverv under conditions of 75% vl. 

Pl>oFc tt m eas\tfe the peripheral and central oeuvery umw w 
containing bporc w mw»u*«i r- (*t\w\ insDiration, 

w hUe a 75% VC corresponds to a near-rnaximal but — c M ^ ^ 
shows that 75% VC ad'rninistration effectively delivered aerosol to 
. ™ ^u^ on delivered aerosol predominantly to central lung zones. 



AU animals receiving EpoFc by this method naa m«»— — - 

~*~*tT*tlon of EnoFc in animals receiving nebulized 
serum Surprisingly, however, the serum concentration ot tpor 
serum. surprwmB cotfe8p onding serum concentrations for 

EooFc at 20% VC greatly and consistently excecocu ««« v 

bioavailabiUty of EpoFc following aerosolized EpoFc at 20% v c was rep 



of 10*15 percent. 



because of the inverse relationsnip ooww . . ^ order 0 f 5%. 

i, for «*r. - <» ^ f^^^, * . 



In contrast, we nave wmuiw—w M :, Q uutv even when administered to 

MW much greater than insulin, has an unusually high bioavailability, even when aarmni 
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to expect this result from the teaching of 



the central rones Of the lung. There would be no n 
the Capon patent, alone or in combination with any 




Respectfully submitted. 
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